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DETAILED ACTION 
Formal Matters 

Applicants' response, filed 10/8/2009, is acknowledged and entered. Claims 1-3, 5-7, 14- 
21, and 34-36 are pending and under examination. 

Continued Examination Under 37 CFR 1.114 

A request for continued examination under 37 CFR 1.1 14, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on 10/8/2009 has been entered. 

Response to Arguments 

Applicants' arguments, filed 10/8/2009, have been fully considered but they are not 
deemed to be persuasive. Rejections and/or objections not reiterated from previous office 
actions are hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

Applicants claims a composition comprising 8-hyroxyquinoline in an amount of at least 
5%; zinc bonded to said 8-hydroxyquinoline, the zinc being present in a concentration of at least 
5% and less than an amount that produces an eschar in healthy mammalian tissues; and a carrier. 
Independent claim 1 recites an intended use of the claimed composition, i.e., "for use in treating 
epithelial lesions". The primary reference discloses the use of water-soluble zinc-containing 
compounds in topical pharmaceutical compositions containing pharmacologically active agents 
to enhance the skin or mucous membrane penetration and retention of the pharmacologically 
active agent. Suitable pharmacologically active agents include antifungal agents such as 8- 
hydroxyquinoline sulfate. The secondary reference discloses that 8-hydroxyquinoline as recited 
in the instant claims is a known antifungal agent. 

Applicants traverse the instant rejections, stating that even if the prior art does suggest the 
combination of zinc chloride with 8-hydroxyquinoline, this still does not render the instant 
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claims obvious because the claimed 8-hydroxyquinoline is not recited in the list of antifungal 
agents in the primary reference. This is not persuasive because the skilled artisan would 
recognize the list of antifungal agents disclosed in the primary reference to be examples of 
suitable antifungal agents, not an exhaustive list. It is not inventive to take another well-known 
antifungal agent and use it in a composition as suggested and motivated by the primary 
reference. 

Secondly, Applicants argue that "it does no good for the examiner to argue obviousness 
on the basis of equivalent antimycotic functionality" unless the examiner also maintains that each 
and every material in the laundry list of antimycotics in EP '207 also functions as an anticancer 
agent. In response, the Examiner respectfully submits that the argument of equivalents set forth 
in the office action applies only to equivalent use as antimycotics because that is what the prior 
art teaches. It is not seen why Applicants insist that such antimycotics must also be shown to be 
anticancer agents. The fact that Applicants have found that zinc chloride combined with 8- 
hydroxyquinoline has anticancer properties whereas zinc chloride combined with 8- 
hydroxyquinoline sulfate does not is not pertinent to the present rejection or the cited prior art. 
The prima facie case of obviousness set forth by the Examiner is based on formulation of an 
antimycotic composition, not an anticancer composition . 

Applicants argue unexpected results based on the fact that they have found that zinc 
chloride combined with 8-hydroxyquinoline has anticancer properties whereas zinc chloride 
combined with 8-hydroxyquinoline sulfate does not. However, the expected result of a 
composition as claimed is that it will function as an antimycotic composition. Applicants have 
presented no factual evidence that it does not function as suggested and motivated by the cited 
prior art. Applicants have presented no factual evidence that a composition comprising zinc 
chloride and 8-hydroxyquinoline is a better antimycotic composition than any other antimycotic 
composition suggested and motivated by the cited prior art. For at least these reasons, 
Applicants' argument of an unexpected result remains unimpressive. 
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Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S. C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

Claims 1-3, 5-7, and 14 are rejected under 35 U.S.C. § 103(a) as being unpatentable over 
EP 0 506 207 A2 (Published 9/30/1992) (prior art of record) in view of The Merck Index 12 th 
Edition (1996, Merck & Co., publ, pages 832 (Entry 4890)) (prior art of record). 

EP '207 discloses the use of water-soluble zinc-containing compounds in topical 
pharmaceutical compositions containing pharmacologically active agents to enhance the skin or 
mucous membrane penetration and retention of the pharmacologically active agent (Abstract). 
The preferred water-soluble zinc-containing compounds include zinc chloride as recited in the 
instant claims 5 and 6 (page 2, lines 42-43). Said water-soluble zinc-containing compounds are 
disclosed to dissociate in the topical vehicle so as to provide zinc ions for complexation or 
chelation with the pharmacologically active agents present in the vehicle (page 3, lines 10-12). 
Zinc-containing compounds are preferably present in an equimolar ratio with the 
pharmacologically active agents, thus meeting the limitation of instant claims 2-3 (id. at lines 24- 
25). With respect to the instantly claimed concentration of 8-hydroxyquinoline of at least 5 
percent, it would have been obvious to use the same amount of active agent as the amount of the 
zinc-containing compound because the reference discloses equimolar ratios. Normally, use of 
equimolar amounts of a zinc-containing compound and pharmacologically active agent will not 
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involve the use of escharotic amounts of zinc chloride and less than 35% zinc chloride is 
disclosed to be an upper limit when no escharotic effect is desired {id. at lines 28-3 1). This 
upper limit meets the limitation "ranging up to forty percent by weight" as recited in instant 
claim 5 and "less than an amount that produces an eschar in healthy mammalian tissues" as 
recited in instant claim 1 . Other ingredients, including stability-enhancing agents and 
antioxidants may be added to the disclosed compositions {id. at lines 35-36). With respect to the 
carriers recited in claim 14, the reference discloses that typical carriers include water, gel- 
producing materials , propylene glycol, sorbitol, etc. (page 5, lines 40-43). 

With respect to the addition of the instantly claimed 8-hydroxyquinoline, EP '207 
suggests that antifungal agents are suitable pharmacologically active agents for use in the 
disclosed compositions and discloses 8-hydroxyquinoline sulfate as a suitable antifungal agent 
(page 4, lines 9-31). While 8-hydroxyquinoline is not explicitly recited in the list of antifungal 
agents in EP '207, it is noted that Applicants disclose at page 2, lines 3-22 of their specification 
that 8-hydroxyquinoline is a known antifungal agent and chelating agent (see especially lines 12- 
14). Such is also evidenced by The Merck Index, which teaches that 8-hydroxyquinoline is a 
known "fungistat" used as an "antiseptic". Thus, it would have been obvious to one of ordinary 
skill in the art to use 8-hydroxyquinoline as an antifungal agent in the compositions disclosed in 
EO '207. 

Accordingly, it would have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made to formulate a composition comprising 8-hydroxyquinoline and 
a chelatable metal agent such as zinc chloride. The motivation to do so is found throughout EP 
'207 wherein compositions comprising zinc chloride and pharmacologically active agents, 
including antifungal agents, are disclosed. As such, it would have been obvious to one of 
ordinary skill in the art that any antifungal agent, including the instantly claimed 8- 
hydroxyquinoline, could have been reasonably incorporated into the compositions disclosed in 
EP '207. Applicants' discovery that compositions comprising 8-hydroxyquinoline and zinc 
chloride can be used to treat epithelial lesions does not constitute a patentable distinction over 
the compositions disclosed in the reference. This is because a composition comprising 8- 
hydroxyquinoline and zinc chloride, as reasonably suggested and motivated by EP '207, is 
capable of performing the use recited in the instant claims. 
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With regard to claim 7, which recite a composition set forth in claim 1 "in combination 
with necrotic tissue from a lesion of said group produced by the action of said composition upon 
the lesion", it is noted that EP '207 teaches pharmaceutical preparations containing zinc ions and 
pharmacologically active agents are "injected directly into diseased tissues, particularly solid 
tumors" (page 5, lines 34-38). Thus, EP '207 reasonably suggests a composition of the invention 
"in combination" with necrotic tissue. 

Claim 15 is rejected under 35 U.S.C. § 103(a) as being unpatentable over EP 0 506 207 
A2 (Published 9/30/1992) in view of The Merck Index 12 th Edition (1996, Merck & Co., publ, 
pages 832 (Entry 4890)) as applied to claims 1-3, 5-7, and 14 above, and further in view of USP 
No. 4,780,320 (Issued Oct. 25, 1988) (newly cited). 

EP '207 and The Merck Index disclose as discussed supra. USP No. 4,780,320 is 
provided as evidence that the Pluronic series of polyoxypropylene-polyoxyethylene copolymers, 
marketed by BASF Wyandotte, Parsippany, N.J., contains several suitable examples if gelling 
polymers, such as Pluronic F127 as disclosed in Applciant's specification (Example 1). These 
polymers are compatible with many commonly used pharmaceutical materials, and have been 
approved by the FDA for medical use (col. 7, lines 3 1-46). Accordingly, it would have been 
prima facie obvious to one of ordinary skill in the art to use a gel comprising a polyoxyethylene 
ether derivative of propylene glycol (i.e., a Pluronic gelling polymer) as a carrier for claimed 
compositions. The skilled artisan would reasonably expect that such a gelling polymer would be 
a suitable carrier for pharmaceutical agents as taught in USP No. 4,780,320. 

Claims 16-18 are rejected under 35 U.S.C. § 103(a) as being unpatentable over EP 0 506 
207 A2 (Published 9/30/1992) in view of The Merck Index 12 th Edition (1996, Merck & Co., 
publ, pages 832 (Entry 4890)) as applied to claims 1-3, 5-7, and 14 above, and further in view of 
The Merck Index 12 th Edition (1996, Merck & Co., publ, pages 551 & 925-926) (prior art of 
record). 

EP '207 and The Merck Index disclose as discussed supra. The Merck Index is provided 
as evidence that lecithin is an edible and digestible surfactant and emulsifier of natural origin 
used in pharmaceuticals and cosmetics (page 926). Further, dimethyl sulfoxide is disclosed as a 
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penetrant carrier to enhance absorption (page 551). Accordingly, it would have been prima facie 
obvious to one of ordinary skill in the art to use lecithin and/or dimethyl sulfoxide in a carrier for 
pharmaceutically active agents. The skilled artisan would reasonably expect that lecithin and/or 
dimethyl sulfoxide would be effective in increasing the absorption of the topical compositions 
disclosed in EP '207. 

Claims 19-21 and 34-36 are rejected under 35 U.S.C. § 103(a) as being unpatentable over 
EP 0 506 207 A2 (Published 9/30/1992) in view of The Merck Index 12 th Edition (1996, 
Merck & Co., publ, pages 832 (Entry 4890)) as applied to claims 1-3, 5-7, and 14 above, and 
further in view of USP No. 3,637,772 (Issued Jan. 25, 1972) (newly cited). 

EP '207 and The Merck Index disclose as discussed supra. EP '207 teaches the addition 
of antioxidants as additional components to the disclosed compositions (page 3, lines 35-36). EP 
'207 does not explicitly teach the antioxidants nordihydroguiaretic acid and ascorbic acid as 
recited in claims 19-21 and 34-36. However, USP No. 3,637,772 teaches that antioxidants are 
employed to delay the decomposition of oxidation sensitive materials and the most frequently 
used antioxidants include nordihydroguiaretic acid (col. 1, lines 20-35). Ascorbic acid is taught 
to also be used in combination with other antioxidants as a synergist (col. 1, lines 36-37 and 53). 
Thus, it would have been obvious to one of ordinary skill in the art to use nordihydroguiaretic 
acid and/or ascorbic acid as the antioxidant component suggested and motivated by EP '207. 
The skilled artisan would also have been imbued with at least a reasonable expectation that such 
antioxidants could be used as carriers for the pharmaceutical composition of EP '207. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to JAMES D. ANDERSON whose telephone number is (571)272- 
9038. The examiner can normally be reached on MON-FRI 9:00 am - 5:00 pm EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Ardin Marschel can be reached on 571-272-0718. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 


/James D Anderson/ 
Examiner, Art Unit 1614 


